Atypical Presentation of Menetrier's Disease in a Child with Recurrent Abdominal Pain
A AB BS S T TR RA AC CT T A 13 years old girl admitted due to epigastric pain. She had a history of osteoid osteoma operation and a cousin diagnosed as familial adenomatosis polyposis. She was found to have polypoid structures beginning from antrum to the end of the first part of duodenum at gastroduodenoscopy which are reported as parietal hyperplasia. Her complaints were increased with proton pump inhibitor treatment and two more gastroduodenoscopy were needed to be diagnosed as Menetrier 
CASE REPORT
A 13-year-old girl referred to the outpatient clinic department due to recurrent abdominal pain for the last two months. The pain was located mainly at epigastric region. She had regular menstruation periods for the last year. She was operated at her right femur due to osteoid osteoma two years before admission. Her mother and aunt had renal calculi. Her cousin had operated because of familial adenomatosis polyposis. Her physical examination revealed nothing except she was at between 25-50 th percentiles according to the percentiles for weight for age. All laboratory values including complete blood count, biochemistry, hormone profile, urine analysis and tumor markers were normal. Abdominal ultrasonography revealed 4,5 cm ovarian cyst and mild hydronephrosis at his left kidney. Upper and lower gastrointestinal system contrast series were normal. Abdominopelvic magnetic resonance imaging (MRI) was normal except 4 cm simple ovarian cyst. Consultation with gynecologist did not reveal any pathology. Ovarian cyst was resolved completely at follow up. Upper and lower gastrointestinal endoscopy were performed. Colonoscopy findings were totally normal. There were polypoid structures beginning from antrum to the end of the first part of duodenum at the gastroduodenoscopy. (Figure 1 ) All other parts of esophagus, stomach and duodenum were found to be normal. Tissue samples were biopsied from polypoid structures. Pathology was reported as parietal hyperplasia. Cytogenetic analysis for familial adenomatosis polyposis was performed (Table 1) . She was found to have a mutation at APC gene called rs11432316. But at dbSNP database it was classified under the unknown effect part. Proton pump inhibitor treatment was started. But the severity of her complaints increased after this treatment. Especially 2-3 hours after she took the pills she had a severe epigastric pain. Approximately 4 months after the previous gastroscopy, another one was performed. Similar findings were found. There was no evidence of either increase or decrease of the severity of lesions. Pathology was reported as chronic gastritis, chronic inflammation (+) and lymphoid aggregate (++). Helicobacter pylori couldn't be demonstrated and lymphoma could not be demonstrated at histopathologic workup. Antihistaminic and anti-inflammatory drugs were added to the treatment. At follow up proton pump inhibitors were replaced by H 2 receptor antagonist. Six months after second gastroscopy another one was performed. Almost the same findings were observed. The only difference is that duodenum's 1 st part was better than the former one (Video 1). Biopsy was taken and it was reported as chronic gastritis, focal activation, chronic inflammation (++/+++), glandular atrophy (+/++), Helicobacter pylori (++/+++) and foveolar hyperplasia (++) ( 2). The diagnosis of Menetrier's Disease was established according to the histopathologic findings. Antibiotics for Helicobacter pylori and tumor growth factor alpha (TGF-α) monoclonal antibodies were added to the treatment. Since then, she has been followed-up. Her symptoms' severity was decreased but still continues.
DISCUSSION
Menetrier's disease is an uncommon subtype of hyperplastic gastropathy. There have been many reports regarding Menetrier's disease since 1888 but its pathophysiology is not completely understood.
Patients mostly have abdominal pain, emesis and loss of weight. It's suspected mostly when enlarged mucosal folds seen on the endoscopy especially in adulthood. There are some studies showing increased TGF-α levels at gastric mucus cells and successful treatment with TGF-α monoclonal antibodies. [4] [5] [6] Treatment for underlying disease if there is one such as Helicobacter pylori or CMV infection, is necessary. Differential diagnosis should be done with Zollinger Ellison syndrome, pure Helicobacter pylori infection, hypertrophic hypersecretuar gastropathy, hyperplastic polyps and lymphoma.
The presentation of our case looked like Gardner syndrome due to ovarian cyst, osteoma and family history of colon carcinoma due to polyposis. Patient lost weight to some degree and her weight for age percentile was between 25-50 th . Endoscopy for lower gastrointestinal system was completely normal. Even cytogenetic analysis for familial adenomatosis polyposis was not normal, it couldn't demonstrate a FAP mutation. At follow up, the ovarian cyst completely resolved. This was the most complicating part for diagnosis. Clinical presentation and endoscopic view of the patient was favorable for FAP but it could not be demonstrated by karyotype analysis.
There are many causes of abdominal pain in childhood one of which is urinary problems. At the initial ultrasonography there was mild hydronephrosis. Regarding that there was a family history of renal calculi she was investigated for urinary problems. There was no additional pathology found and hydronephrosis resolved in following ultrasonographies Because lymphoid aggregation was increased at the second gastroscopy and there was history of malignancy, lymphoma was suspected. Oncologic work-up did not reveal any pathology. The polypoid structures those found in gastroscopy may also be seen in different diseases such inflammatory bowel diseases, infectious process and malignancy. She did not have any sign or symptoms of inflammatory bowel diseases. Also there is no additional finding at both upper and lower endoscopy regarding it. Septic markers and viral serology was in normal limits. There had been no finding for Helicobacter pylori till the last gastroscopy. She was treated specifically for Helicobacter pylori. It was thought that there may be an allergic component which may cause this structures as in eosinophilic esophagitis. Antihistaminic and anti-inflammatory treatment was included in the treatment. Due to findings at the last gastroscopy, TGF-α monoclonal antibodies were also added to the treatment.
Menetrier's disease may be presented in childhood different than the adulthood. Antrum was involved in children. There may be CMV infection accompanying the disease or allergy may be found. Children with Menetrier's disease may have the symptoms such as atypical lymphocytosis, transient splenomegaly, eosinophilia and protein lose which is self-limited. Even the prognosis of the disease is not favorable in adults it is mostly self-limited in childhood. In our case, none of these symptoms were present. Even many treatment modalities were performed there has been no complete relief of the symptoms. The patient did not have some clinical features of the Menetrier's Disease. However, inability to demonstrate any other disease that may cause these symptoms; foveolar hyperplasia and moderate inflammation at histopathologic specimens suggest the diagnosis of Menetrier's Disease. After initiation of TGF-α monoclonal antibodies, her symptoms moderately relieved.
In the literature, there are some studies describing the similar lesions at antrum with increase of pain after proton pump inhibitor therapy as the Menetrier's disease. Komorowsky et al. stated at their studies that of 52 patients with hyperplastic gastropathy 8% diagnosed as Menetrier Disease, 10% Zollinger Ellison syndrome, 12% malignancy, 30% benign tumors and 40% chronic gastropathy and lymphoid hyperplasia. 7 C Co on nf fl li ic ct t o of f I In nt te er re es st t Authors declared no conflict of interest or financial support.
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